Sir,

The prevalence of non-alcoholic fatty liver disease (NAFLD) is increasing world wide with approximately 30% of adults and 10% of children and adolescents being affected.\[[@ref1]\] Such a rampant rise poses a higher risk for liver cirrhosis and hepatocellular carcinoma. Liver biopsy remains the gold standard to diagnose non-alcoholic steatohepatitis (NASH) and to establish and grade the extent of fibrosis. However due to its invasive nature and associated morbidities, it cannot be applied to population at large as a screening procedure, necessitating non-invasive, simple, reproducible, and reliable methodologies. Many non-invasive modalities like measuring serum markers, transient elastography (liver stiffness measurement) and focused usage of the classical imaging techniques have the potential to replace, or to be used in combination with liver biopsies.

Steatosis even in the absence of fibrosis induces substantial changes in liver hemodynamics and has demonstrated to significantly increase portal pressure. Visceral adiposity estimates and insulin resistance (IR) are pointers for portal hypertension and are directly related to the degree of steatosis. Type 2 diabetes mellitus (DM) and/or IR have independently predicted overall mortality in NAFLD

In a study, the AST/ALT ratio, BARD score (BMI ≥ 28 = 1 point, AST/ALT ratio (AAR) ≥ 0.8 = 2 points, Type 2 DM = 1 point), FIB-4 \[(age×AST /platelet count (×10^9^/litre)×√ALT \] and NAFLD fibrosis scores (NFSA) had negative predictive values greater than 90% in reliably excluding advanced fibrosis in NAFLD.\[[@ref2]\] While male gender, AST, and type 2 diabetes mellitus were independently associated with NASH, waist-to-hip ratio, AST, and focal hepatocyte necrosis on liver biopsy correlated with advanced fibrosis.\[[@ref3]\] Another study showed that BMI, waist circumference, triglycerides, glucose, insulin, homeostasis model of assessment index for insulin resistance (HOMA-IR), AST and ALT were higher and adiponectin levels were lower in NAFLD.\[[@ref4]\] Serum prolidase enzyme activity (SPEA) is another marker positively correlating with the grade of liver fatty infiltration, lobular inflammation, NAFLD activity score and stage of fibrosis. SPEA also helps distinguish steatohepatitis from simple steatosis. Hyaluronic acid and tissue metalloproteinase inhibitor-1 in conjunction with age can predict the presence of NASH in NAFLD. Fibro-meter tests (a family of blood indices characterizing liver fibrosis) have been found to be superior to NFSA and AST to platelet ratio index (APRI) in diagnosing significant fibrosis.

There is evidence that NAFLD is a strong predictor of cardiovascular disease and may play a central role in the cardiovascular risk of metabolic syndrome. Diastolic dysfunction and HOMA-IR have been independently associated with NAFLD. Cardio-respiratory fitness and liver fat may be causally related to each other; as the former, independent of total adiposity, body fat distribution and exercise intensity, has shown to determine liver fat content. An abnormal coronary flow reserve (CFR) is found in about 42% of NAFLD cases and NFSA are an independent predictor of low CFR.\[[@ref5]\] NAFLD is an entity of significant morbidity and there is an ever increasing need for reliable noninvasive modalities to diagnose it.
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